A bradykinin antagonist inhibits both bradykinin- and the allergen-induced airway response in primates.
Bradykinin is a mediator of bronchoconstriction and may play a role in the development of the asthmatic response after antigen challenge. Our objective was to study the effectiveness of NPC 17731 as a specific bradykinin beta 2-receptor antagonist and as an antagonist of the allergen-induced early phase of asthma. A primate model was used for all studies. Intracutaneous end-point titrations were performed with bradykinin. A shift of the bradykinin end-point titer was seen when NPC 17731 was injected by the intradermal route prior to performing the end-point titration. Using an aerosolized bradykinin or Ascaris suum antigen airway threshold challenge system, inhibition of the bradykinin or Ascaris airway response was evaluated after pretreatment with aerosolized NPC 17731. NPC 17731 proved to be a safe, effective specific bradykinin receptor antagonist in both cutaneous and airway challenges. NPC 17731 was able to inhibit the antigen-induced airway response in the primate. Bradykinin may play a larger role in mediating the early phase of the antigen-induced asthmatic response than previously was appreciated.